shown as mean ± standard deviation (n=2-3 independent experiments).
Comment:
P493.6 cell line, in which c-Myc over-expression is negatively regulated by addition of tetracycline (Tet-off system), is derived from EREB2-5 cells co-infected by the EBNA2-deficient P3HR1 EBV strain and a mini-EBV vector harboring the open reading frame sequence coding for the estradiol regulatable Estrogen Receptor-EBNA2 fusion protein (ER-EBNA2) [1] [2] [3] ( Figure S1a Residual expression of inactive ER-EBNA2 corresponded to Wp promoter activity. After tetracycline addition, c-Myc expression was turned-off at both protein ( Figure S1b , lanes 2 and 3), and mRNA levels ( Figure S1c ). Expression of TP53 and E2F1 genes, both wellknown c-Myc target genes, was also inhibited by c-Myc repression ( Figure S1c ). The EBVlatency III program was turned on by estradiol addition, as assessed by increased ER-EBNA2 expression and induction of EBNA3C, LMP1 and LMP2A ( Figure S1b, lanes 4 and 7) . When the EBV-latency III program was induced, c-Myc down-regulation led to a significant increase in EBNA2, EBNA3C, LMP1, and LMP2A expression in a dose-dependent manner (Figure S1b, lanes 5, 6, 8, and 9; and Figure S1c for LMP1 mRNA expression). Highest levels of EBV-latency III proteins were observed when c-Myc over-expression was totally repressed (Figure S1b, lane 9) . Repression exerted by c-Myc on EBV-latency III was likely to be due to repression of EBNA2 expression as previously suggested [4] [5] [6] . 
Western-Blotting
Western-blots were done as previously described 5 . Antibodies used were anti-EBNA1 (mAb , where DDCT is the delta delta cycle threshold, as previously described 5 . Gene expression fold changes were calculated as the ratio of the test condition to its control.
Gene Expression Profiling
Amplification of RNAs and hybridization onto microarrays were performed on an Affymetrix . Heat-maps were done with Java Treeview (http://jtreeview.sourceforge.net/). Biological functions of genes were studied using "Gene Set Enrichment Analysis" (GSEA) (www.broadinstitute.org/gsea/index.jsp) and "DAVID Bioinformatics Database" (www.david.ncifcrf.gov/home.jsp).
Preparation of Nuclear Extracts and Electromobility Shift Assays (EMSA)
Methods for nuclear extracts and EMSA are described elsewhere 
Cell Labeling and Proliferation
After lysis of red-blood cells using RBC Lysis buffer (eBioscience, San Diego, USA), total mouse splenocytes were immunostained and proliferation was assessed using CFSE
